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CHEMICAL  3TBTOTUEE  OF  PEOCQMYCIff 

Sotrabydroprotomyoin  (I)  'was  converted  into  oxime  with 
hydroxylamioe-pyvidine  in  ethanol.  The  reaction  mixture 
remained  viseous  inspite  ttf  several  prooedurea  of  purifi¬ 
cation,  so  that  it  was  treated  with  lOral  of  75jS  H2SO4  on 
'toiling  water  bath  to  Induce  Beckmann’s  rearrangment. 

She  reaction  mixture  was  diluted  with  20  volumes  of  water 
and  steam  d istlled ,  The  oily  acid  in  the  distillate  was 
treated  with  p-phenylazopheoaoylbr oroide.  The  resulting 
ester  (H)  orange  colored  and  melting  at  54-55°C,  satis¬ 
fied  the  molecular  f  ormula*-  ,  C25H‘50iT204.  Thus,  the  oxime 
of  tetrahydro  protomyoin  gave  an  aoid,  C10H19  CCOII,  '0 7 
Bookmans  ’a  rearrangment  followed  "by  hydrolysis. 

The  struoture  of  the  aoid  was  proved  by  the  synthesis 
of  tfie  do  id  through  following  store ,  employing  iyittig's 
react  ii>h  ..... 


CH3CH2CH,Br, 

CH3CCCH2C00Bt 


(1)  Mg,  HOHO 

(2)  Br2,H2804 


>  CH3<3B2CII-Ci:2Br 


CH3CII2CH  CHgOT-COOEt 

6=0 

6h3 


* 


*  •  ‘.0H30H2CH  CH2 


SoOBt 

-0 


- >  CH3-0H2-0E^<Jl2-<?-60CEt 


5^H2504,  reflux 


^3  6H3 

4  CfH2-CH2-CH-0H2-p*'C0CH 
C=0H2 

6h5 


The  synthetic  aoid  whs  converted  to  p-pheuylazophen*- 
ftoyUstet(IV)  M,  P,  60-6200. 

The  nixed  melting  point  (55°0 )',  elemental  analyaia 
and  infrared  speotrum  were  sufficient  to  coclude  the 
identity  of  the  compounds  (II)  and  (III). 


A  Cn -aoid  from  tetrahvdronrot omyoin  oxime. 

A  mixture  of  tetrahydroprotomyoin  (1.28g,  3,66  mol), 
pyridine  (290oc)  and  hydroxylamine  hydrochloride 
(254mg)  in  10  ml  ethanol  was  refluxed  for  two  hours, 
evaporated,  washed  with  water  and  ether  and  dried. 

Since  the  residue  remained  viscous  in  apite  of 
several  treatments,  10  ml.  of  60'S  aulfurio  aoid  was 
added,  heated  on  boiling  water  bath  for  1  hour,  poured 
into  200  ml.  of  cold  water  and  steam-distilled. 

The  distillate  odntaining  floating  oily  material 
consumed  2,04  mol  equivalent  of  sodium  hydroxide  on 
neutralisation  with  stand arizod  0.1JT  FaCST.  The  neut¬ 
ralised  solution  was  evaporated  in  vaouo  and  refluxed 
with  500  .mg  of  p-phenylasophenaoyl  bromide  in  8q«G 
aqueous  ethanol  for  two  hours.  The  reaotion  mixture 
was  evaporated  to  dryness  and  separated  from  original 
reagent  by  silioio  aoid  ohromatography  developed  with 
Twice  reoryetalization  from  95#  BtoH  gave 
orange  needles  (II),  M.P,  54~55°C. 

Anal,  Oalod.  for  O25H30N203*  C,  73.71 j  B,  7.79; 

N*  6.60. 

Pound ;  C,  73.86;  H,  7.44;  IT,  6.99. 

The  elemental  analysis  suggested  the  original 
aoid  to  have  an  empirical  formula  of  OioHig-^21  OOOB. 


P-phegvlAgophenaovU<-methvlryiso-PTOpeorir-methyl 
oaproate  (III) 

Synthetio  motive  amyl  bromide  (b.p,  121-125°0) 
for  starting  material  was  prepared  aooording  to 
conventional  method  of  Grlgnard  reaotioo  and 
bromination  from  sec.  butylbronide  and  formaldehyde, 
followed  by  treatment  with  2,'2S0A-HBro 

To  40  ml,  of  ethanol  was  dissolved  3/5  of  mctallio 


sodium  and  17g  of  ethyl  aoetoaoetate.  The  aotive 
amyl  bromide  prepared  above  (21, 5g,  0,13  mol.)  was 
added  dropwisely  to  this  solution  with  stirring  over 
&  period  of  2  hours  „  After  completion  cf  the  addition 


the  reaotion  mixture  was  heated  to  refluxing  and 


stirred  for  more  five  hours  £  cooled,  added  with  about 
3  ml,  of  acetic  aoid  and  extracted  with  ether. 


* 


After  removing  ether }  the  residue  w&3  distilled  in 
vacuo  to  obtain  9.5g  (0.055  mol.)  of  ethyl  active 
amyl-acetoacetate.  B.P.  1C6O0,  10  mm.  Eg. 

To  ethanol  (25co),  dissolving  1.15g  of  metallic 
sodium  vac  added  the  above  obtained  ethyl  active 
amyl-aoeto  acetate.  To  the  resulting  solution  was 
added  methyl  iodide  (2.6g)  dropwisly  with  stirring 
over  a  period  of  one  hour  and  refluxed  for  additional 
three  hours.  The  reaction  mixture  was  treated  as 
above.  The  distillate  at  55°C  (7  mm  Eg)  was  collected. 
Yield  5.5g  (0.025  mol.). 

To  4.4g  of  bromobeozene  in  14  ml.  of  ether  was 
added  400  mg.  of  metallic  lithium.  After  spontaneous 
reaction  had  subsided,  the  reaction  mixture  was  heated 
to  reflux  to  dissolve  remaining  portion  of  the  metal. 

To  the  resulting  solution  was  added  12g  of  triphenyl 
methyl  phosphonium  bromide  aDd  stirred  for  30  min. 

The  above  prepared  ester  (5.5g)  in  13  ml.  ether  was 
added  and  stired  for  30  minutes,  followed  by  ref -axing 
for  -five  hours.  The  resulting  mixture  was  filtered 
and  the  filtrate  was  evaporated.  The  -residue  was 
distilled  to  give  an  oily  material  45-4500  (V  mm  7ig) . 
i.2g  (0*006  mol,). 


The  oily  material  was  ref  axed  with  200  ml.  of  5f? 
H2SO1  for  five  hours  and  steam  distilled.  fas  distil- 
li'iate  •«&■?»  neutralised  with  stand  ar.- zed  0 » ly "2-?- OH 
(0,0038  mol..),  dried  up  in  vacuo  and  treated  with 
p-phenyiazophenacyl  bromic  in  ethanol.  The  'resulting 
ester  (ill)  was  free;*'  from  the  reagent  through, 
silicic  acid  chromatography  and  recrystallised  from 
ethanol.  Chromatography  on  silicic  and  recrystalli¬ 
zation  were  repeated,  ir>  referiog  to  infrared  spectrum, 


The  infrared  spectrum  of  the  ester  was  completely 
identical  with  the  corresponding  derivative  from 
protonyoin  (II)  Mixed  melting  point  of  (II)  and  (III) 
was  55°C  In  several  ratios  of  mixing. 
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